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office to charge the necessary fee for an extension of time 
and for the RCE to Deposit Account No. 05-0840 in the name of 
Eli Lilly and Company. 

Pl ease amend the subject Application as follows: 
In the Claims: 



Cancel claims 70-121; and add Claims 122-183 



122. A method of normalizingM^od glucose comprising 
administering to the<1|u6^s of a patient in need 
thereof a dipetidyl p^ti^ase IV protected 
glucagon-like pepti^^MGL^l ) molecule selected 
from the group con/iijc^ng of GLP-1 analogs and GLP- 
1 derivatives . * 

123. The method of Claim 122, wherein the GfLP-1 molecule 
has an amino acid sequence of a formula: 

R^X-Glu-Gly-Thr-Phe-Thr-Se^Asp-Val-Ser-Ser- 
Tyr-Leu-Y-Gly-Gln-Ala-Aley^Lys-Z-Phe-Ile-Ala- 
Trp-Leu-Val-Lys-Gly-Arg- 
(SEQ ID N0:1) 
wherein : 

R x is selected from the group consisting of L- 
histidine, D-his£idine, desamino-histidine, 2- 
amino-histidine^, beta-hydroxy-histidine , 
homohistidine/ alpha- f luorome thy 1 -hist idine, 
and alpha-metthyl-histidine; 

X is selec/ed from the group consisting of Gly, 
Val, Thr,/lle, and alpha-methyl-Ala; 

Y is selected from the group consisting of Glu, 
Gin, Al4, Thr, Ser, and Gly; 
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•e elected from ^ y , and 
Z 7 Thr Ser/and Gly; * nd 
Gin, Ala. Thr, </ 

V .he group consisting 
R2 is selected f/om the g 

NH2 , andGly-9^- 

the GLP-1 ^lecule 
w 0 f Claim 123, wherein the 
124 . The method of conS isting of Gly 

-- ected T;:;in-3-H, 

* in _36)NH 2 , Val- g 21 p _ x (7 -37 ) OH- 

ocm<iH9 and Gly " Gin 
GLP-1 (7-36)NH2 » 

■„ the GLP-1 molecule 
, -m 124, wherein tne 
125 . The method of Claxm Ql s GLP -1 p-37)OH. 

• s Val 8 -GLP-in-3^0Hor Gly 

1 ^ PTP-1 molecule 

, -m 125, wherein the GLP 

' i5 Val 8 -OLP-in-37)OH^ y 

\// n the GLP-1 molecule 
, •« MXwherem tne 
127 The method of ^ W 
Giy 8 -G^ 1(7 ' 37 /\ 

' - n the GLP-1 -lecule 

. d of Claim 123, wherem the 
l28 .The method of oW der. 
• s in the form of a a y 

u , nf claim 128, w me dian 
129 . The method of ^ micronS mass m 

a particle size of 
aerodynamic diameter- 

. the dry powder has 
, * claim 129- wherem me dian 
l30 .The method of Clax ^ ^ .ass 

a particle size of 
aerodynamic diameter. 
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131. The method of Claim 130, wherein the dry powder has 
a particle size of about 1 to about 5 microns mass 
median aerodynamic diameter. 

132. The method of Claim 131, wherein the dry powder has 
a particle size of about 2 to about 3 microns mass 
median aerodynamic diameter. 

133. The method of Claim 128, wh€irein the GLP-1 molecule 
is delivered from an inhala^&ion device suitable for 
pulmonary administration yand^/capable of depositing 
the GLP-1 molecule in t^reTZup^^ of the patient. 

134. The method of Claim 133, wherein the device is 
selected from the group ^rdnsisting of a nebulizer, a 
metered-dose inhaler /a dry powder inhaler, and a 
sprayer . 

135. The method of Claim 134, wherein the device is a 
sprayer or a dry powder inhaler. 

136. The method of Claim 135, wherein an actuation of the 
device administers about 40 |xg to about 4,000 |ig of 
the GLP-1 molecule. 

137. The method of Claim 136, wherein an actuation of the 
device administers about 80 \ig to about 2,000 \xg of 
the GLP-1 molecule. 

13 8. The method of Claim 137, wherein an actuation of the 
device administers about 160 \xg to about 1,000 ^ig of 
the GLP-1 molecule. 
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139. The method of Claim 138, wherein an actuation of the 
device administers about 320 \ig to about 500 ^ig of 
the GLP-1 molecule. 

140. The method of Claim 123, wherein the GLP-1 molecule 
is administered as an aerosol. 

141. The method of Claim 141, JW^-OTein the GLP-1 molecule 
is delivered from an inhalation device suitable for 
pulmonary administration^prr^ capable of depositing 
the GLP-1 molecule xny^h^l^j^^ of the patient. 

142 . The method of Claim 142, whereifh the device is 
selected from the group consisting of a nebulizer, a 
metered-dose inhaler, a dyy powder inhaler, and a 
sprayer . 



143. The method of Claim 123, wljMfein the GLP-1 molecule 

rcreutically acceptable 

aqueous medium, or in a 
"medium. 



is administered in a pha 
carrier, in a solution xy 
suspension in a non-aqyecS 



144. The method of Claim 122 wherein the GLP-1 molecule 
is GLP-1 (7-34) , GLP-1 (7-35) , GLP^l(7-36), GLP-1 (7- 
37), or the amide forms thereor, with at least one 
modification selected from ten e group consisting of: 
(a) substitution of a glycine, serine, cysteine, 
threonine, asparagine, glutamine, tyrosine, 
alanine, valine, irsoleucine, leucine, 
methionine, phenylalanine, arginine, or D- 
lysine for lysine at position 2 6 and/or 
position 34 or substitution of a glycine, 
serine, cysteine, threonine, asparagine, 

/ 
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(b) 
(c) 



(d) 



glutamine, tyrosine, alanine, va/ine, 
isoleucine, leucine, methionine^ phenylalanine 
lysine, or a D-arginine for ajrginine at 
position 36; 

substitution of an oxidatiofi-resistant amino 
acid for tryptophan at position 31; 
substitution according to/ at least one of: 
Y for V at position 16, 
K for S at position 18 
D for E at position 2 
S for G at position 22 
R for Q at position/23 
R for A at position 24; and 
Q for K at posit ipn 26; 
substitution comprising at least one of: 
glycine, serine/ or cysteine for alanine at 
position 8; / 

aspartic acidy glycine, serine, cysteine, 
threonine, asparagine, glutamine, tyrosine, 
alanine, valine, isoleucine, leucine, 
methionine, ^or phenylalanine for glutamic acid 
at position' 9; 

serine, cysteine, threonine, asparagine, 
glutamine,^ tyrosine, alanine, valine, 
isoleucine, leucine, methionine, or 
phenylalanine for glycine at position 10; and 
glutamic acid for aspartic acid at position 15 



and 



(e) substitution glycine, serine, cysteine, 

/ 

threonine, asparagine, glutamine, tyrosine, 
alanirie, valine, isoleucine, leucine, 
methionine, or phenylalanine or the D or N- 
acylated or alkylated form of histidine for 
histildine at position 7. 
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145. The method of Claim 144, wherein the §&P-1 analog is 
acylated at an amino acid side grout 




146. The method of Claim 145, whefein the GLP-1 
analog is acylated on the epsi/on- ami no group of 
lysine. 

147. The method of Claim l^fe, wherein the lysine that 
is acylated is lysine 

148. The method q^r Clafm 147, wherein the acylation 
is selected f^xSm the/group consisting of C 6 -C 10 
unbranched ^rfcyl . 



149. The/fnethod of 

molecule is in thd 



:laim 144, wheYein the GLP-1 
form of a/ary powder. 



150. /The method qff Clai^m 149, wherein the dry powder 

ha^ a particle yfeize>6f about 10 microns mass median 
aeiiod^KLamic diameter. 



151. Thl 

has a partite 
median aeroj 



'of Claim 150, wherein the dry powder 
size of less than 10 microns mass 
lie diameter. 



152. The method ofN^laim 151, wherein the dry powder 

has a part/icle size \>f about 1 to about 5 microns 
mass median aerodynamic diameter . 



153. The method of Claim 152, wherein the dry powder 

has a particle size of about 2 to about 3 microns 
mass mefclian aerodynamic diameter. 
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154. The method of Clai; 

molecule is delivered 
suitable for pulmonary 
depositing the GLP-1 nv6l 
patient . 





herein the GLP-1 
an inhalation device 

tration and capable of 
in the lungs of the 



155. The method of Claim 154, wherein the device is 

selected from the group consisting of a nebulizer, a 
metered-dose inhaler, a dryypowder inhaler, and a 
sprayer . 



156. The method of Claim 155, wherein th^r device is a 
sprayer or a dry powder inhaler. 

157. The method of Claim 156, wherei/fi an actuation of 
the device administers about 40 \m to about 4,000 jig 
of the GLP-1 molecule. 

158. The method of Claim lJ5*t, ^herein an actuation of 
the device administer^about/80 \iq to about 2,000 \ig 
of the GLP-1 moleci 



159 . The method 

the device admini^ 
\iq of the GLP-1 molefe 



lalm X$8, wher^fn an actuation of 
jut Jig to about 1,000 



kle/ 



160. The method of Claiip\\59, wherein an actuation of 
the device administer^ abAjit 320 |Lig to about 500 (ig 
of the GLP-1 molecule/ 

161. The method of Claim 144, wherein the GLP-1 
molecule is administered as an aerosol . 
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T he method of Claim 1 

1 n „ is delivered fro: 

molecule is Q , 
suitable (or pul»nary « 

depositing U. — 1 ^ 

patient - 

Th e method of 

me tered-dose inhaler, a 

sprayer . 

,,, The method of Clatt 

164 ' nolec ule i. aaministeA 

t-aKLe carrier, iW 
acceptable 

or in a susfiei 
medium, or m 7 



^herein the GLP-1 
t inhalation device 
^ration and capable of 
£ in the lungs of the 



161 herein the device is 
Zting of a nebulizer, a 
£ powder inhaler, and a 



wherein the GLP-1 
Z a pharmaceutical^ 



165. 




' a L the 

■-.192 wherein t,n« 

The m ethod of "\ 7 epare d W the 

rTP _l derivative y 
molecule is a GLP / g sele cted 

rocesS of acylating a GLP If GLP -i(7-35) , 

process ^ GLP-X^ 7 ^ 

the group consist^ of ^ ^ ^ £orms 

^P-117-36). "'-f^^ication selected 

th ereof , with at least ° 

£ro m the group - nS1S T lyciIie , serine, cysteine. 
(a) substitution ofj^ giutamine , tyrosl „e, 

threonine, asp ucine , le ucrne, 

alanine, valrn/». a rginine, °r D- 

m ethionine, f^ l ^' n 26 and/or 

position 3/ or su asp ara B1 ne, 
serine, cysteine. 

Turl'. Uonine, phenylalanrne , 
isoleucine, ie 
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lb) 



(d) 



ly sine. or a D -ar g inrne 

P ° Si " 0n ^ o£ an oxidatif resistant OTin0 
substitution of an L ion 3l! 

„cid for tryptophan au „ 

' t least one o^- 

substitution according , to 
Y for V at position 16. / 

q at position 1» . 
K for S at y 
D for E at position 21. 
s tor G at position »/ 
R £ or Q at position 2f 
R £or R at positron *. 

Q for K at P° siti ° n r M at leas t one of. 
substitution c«*f ■ * £or alanine at 

serine, op: 
glycine, sexx 7 

positions, J ser . ne , cysteine^ 
aspartic acrd. «y ine , tyrosrne, 

threonine, asp J leucine, 

methionine, ori y 

at position 9 asparagine, 
serine, cystefin . vaUne , 

glutamrne, tr methi onine, or 

lsol euoine,/ieuorne met on ^ ; ^ 

P nenylalanf for ^ at position 

glutamic alid for aspart.c 

and / serine, cysteine, 

substitution glyom • , ty rosine, 

acylatf d or alkyla 
his tidLne at position 7 . 



(e) 
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*e at position 34. 
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L66 The method of Claim M 
an arginine substitu^ 

„ f Claim lA^- in ^ GLP_1 anal ° 9 ^ 
167 . T he method JJ^ g rou P of lysine- 

acylated on the epy 

/ ^ p T p-1 molecule 

-. - m 165 /herein the GLP l m 
68 The method of Clam I65y» 

6 -f a drV^ powder. 

is in the form of a dry P 

■„ Ae dry powder has 
. 168 wherein/ tne tu-y * 

169 . ^ »« : ' w 7 ons MSS medi an 

a particle size u ^^-)/ 
aerodynamic diameter 



L69, 



: less/ 



yuerein the dry powder has 
Ln 10 microns mass median 



170. The method of C\> 
a particle si 
aerodynami 

' •« fhe dry powder has 

* r.iwWl?0, wherein the my 
171 . The method of Cl*x iy 5 microns mass 

a particle size oW^bout 
median aerodynami^iameter . 

Hi i. W wherein the dry powder has 
172 . The method of f a ^ ou t 2 fco about 3 microns mass 
a particle si*e o 



a par l-x^-u- — / 
median aerodXamic diameter 



Jrein the GLP-1 molecule 
ftion device suitable for 
[able of depositing 
'j£ ga of the patient. 



173 The method of Claim 168; 

is delivered from an ^ i 
pulmonary administrate 
the GLP-1 molecule in/ 

, ■« 173 5^ erein ^ dSViCe ^ 
174 . The method of Claxm J > of a nebu lizer, 

select ed the Wcon ^ ^ a 

metered-dose inhaler/ 
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sprav/ r 

sprayer or . *Y PO««« ^ 

« wb^ln actuation o£ the 
T he o ( to ahout .000 p. - 

device administers 

the GLP-1 molecule 



device is a 



177 The method of Cl? 
device administ|f 
th e GLP-1 molec 

178 . The method of Clafc 
device administer^ 
the GLP-1 moleca 
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/actuation of the 
^<o about 2.000 W °£ 



therein an actuation or the 
C l6 0 M toa b out 1 .000 W o £ 




/ . 17t wherein an actuation or the 

device administer 
the GLP-1 molecule. 

' / herein the GLP-1 molecule 

„ * claim 16/. wherein 
180. The method of Cla ' J . 
is administered as^ 



' is delivered from an m 
pulmonary administrate" 
the GLP-1 molecule 1/ 



the GLP-1 molecule 

apable of depositing 
<ngs of the patient- 




/ fhe device is 

• iri /Wherein tne 
182 . T he method of ^X-i.ti^ of a nehuli^ 
selected from the grou* and 
me tered-dose inhale^ 
sprayer . 



